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BLISTER-SPREAD INDUCED BY FINGER-PRESSURE, A DIAGNOSTIC SIGN
IN PEMPHIGUS*
GUSTAV ASBOE-HANSEN, M.D.
A diagnostic and pathognomonic feature of
pemphigus vulgaris (acutus) is the reduction or
loss of cohesion between the epidermal cells. This
phenomenon, called acantholysis, is accompanied
by intercellular edema and damage to the inter-
cellular bridges. In contrast, the microscopic
picture of bullous pemphigoid or pemphigus
vulgaris chronicus (1, 2) is characterized by
clefts or bullae between the basal epidermal
layer and the corium. Both the reduced cohesion
between basal and prickle cells and the loss of
foothold of the basal cells in the connective
tissue constitute the pathological basis of the
Nikoisky phenomenon. This clinical test is a
valuable sign to allow differentiation of pem-
phigus from other bullous skin diseases. It is not,
however, specific for the pemphigus group of
diseases, and, in pemphigus vulgaris, the sign
may be present only in certain stages or areas,
or be lacking completely, even in infiltrated and
erythematous areas where intraepidermal blisters
are observed microscopically.
If a histopathologic diagnosis is to be made, a
fresh bulla should be excised and the tissue
fixed in tolo. In older bullae, epithelial regenera-
tion may have taken place covering the floor of
the bulla, thus disturbing the diagnosis (2).
The phenomenon described below offers a
higher diagnostic value to the histopathologist,
as well as, as it seems, an almost pathognomonic
feature at disposal for the clinician in his efforts
to distinguish pemphigus from other severe
bullous dermatoses.
MATERIAL
The bullous skin diseases observed were the
following:
Pemphigus vulgaris (acutus) (6); pemphigus
foliaceus (3); pemphigus vegetans (2); bullous
pemphigoid (pemphigus vulgaris chronicus) (6);
benign mucous membrane pemphigoid (2);
familial benign chronic pemphigus (Hailey and
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Hailey) (2); dermatitis herpetiformis (11);
epidermolysis bullosa hereditaria (3); urticaria
bullosa (1); urticaria pigmentosa bullosa (2);
bullous erythema multiforme (8); bullous drug
eruption (2); bullous contact dermatitis (6);
bullous epidermophytid (3); bullous lichen
planus (2); impetigo (4); pemphigus neonatorum
(3); erysipelas (1); herpes simplex (8); Kaposi's
varicelliform eruption (2); herpes zoster (5);
varicellae (2); bullous keratogenous and pig-
mentary dermatitis (2); traumatic bulla (7);
embolic hemorrhagic bulla (1); hemorrhagic bulla
in uremia (1); artificial congelation (C02) (4);
mustard gas corrosion (1); burn (6).
TECIJNICS AND RESULTS
1. Clinical Diagnosis
A bulla is pressed by a finger pulp from above
vertically down. By slight to moderate pressure,
a pemphigus bulla can be brought to spread in
one or more directions depending on the main
direction of the pressure (Figs. 1, 2). Thus, it is
possible to expand the blister several centimeters,
the only limit being the amount of fluid. The
phenomenon may be produced in areas where no
Nikoisky sign can be produced, and where, to the
naked eye, the surface reveals no disease.
The phenomenon reflects a reduced cohesion
between the epidermal cells or between the basal
epidermal cells and the dermal connective tissue.
The sign has been found positive in pemphigus
vulgaris (aeutus), pemphigus foliaceus, pem-
phigus vegetans and bullous pemphigoid (pem-
phigus vulgaris chronicus). In one case of em-
bolic gangrene in a foot and one of bullous drug
eruption, spread of bullae could be produced by
exertion of strong pressure. In dermatitis her-
petiformis, benign mucous membrane pem-
phigoid, epidermolysis bullosa, erythema
multiforme, and all other mentioned bullous
diseases the blebs could not be moved before
bursting. Two cases of familial benign chronic
pemphigus (Hailey and Hailey) did not present
bullae of a size and character that could be used
for these studies.
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Pm. 1. Right hand of a patient with bullous peniipbigaid (pemphigus nigeria ehronieue). 1 and 2
indicate spontaneous and untouched bullae.
Pm. t Seine ares as Pig. 1. The "blister.spread" ph.nonwmon is shown to the right, where blister 1
is being transported. Bllster2has been spread; the dotted line indicating the expans1m. Note the wrin-
Medsurface of the spread blister in comparison to the tense bulls 2 of Fig. 1.
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2. Histopalhologic Diagnosis described above, and to remove the specimen
Instead of choosing a fresh bulla for total for biopsy from the new, advanced border.
excision, it is preferable to move a spontaneous It can now be seen which layer is the site of
bulla, young or old, into the surroundings as most pronounced breakdown of the resistance
FIG. 3. Microphotograph of the new, advanced edge of an artifically spread pemphigus vulgaris
blister produced by finger pressure. Note the sharp intraepidermal edge to tbe right, and the single
layer of basal epidermal cells covering the bottom. >< indicates acantholytic cells. Magn. X600. Stain-
ing: Hematoxylin-eosin.
Fin. 4. Microphotograph of an artificially spread pcmphigus vulgaris (acutus) blister. Note the
extensive lysis of epidermal cells. X acantholytic cell cluster. Magn. X350. Staining: Hematoxylin-
cosin.
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against spread, i.e. is the site of the most ad-
vanced physical and/or chemical damage to
intercellular bridges or to the dermal-epiderrnal
junction.
In pemphigus vulgaris (acutus) the displacement
of the fluid takes place in the suprabasal area,
usually leaving a single layer of epidermal cells
attached to the corium. The new-formed angle
FIG. 5. Microphotograph of an artificially spread bullous pemphigoid (chronic pemphigus vulgaris)blister. Note the lysis in the dermal-epidermal junction. To the left the advanced edge is rounded. No
acantholytic cells. Magn. X350. Staining: Hematoxylin-eosin.
FIG. 6. Microphotograph of an artificially produced dermal-epidcrmal lysis in bullous pemphigoid.
The most advanced border is to the left. No acantholytic cells. Magn. X160. Staining: llcmatoxylin-
eosin.
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into the surrounding epidermis is sharp, and the
bulla extends into a cleft-like edge zone. There is
detachment (acantholysis) of single cells or
clusters of cells of the epidermis and the hair
follicles (Fig. 3). The intercellular lysis and
fluid invasion along vertical or horizontal clefts
(Fig. 4) are constant findings, as in spontaneous
bullac, and the total picture is a replica of a
pemphigus vulgaris blister, except for the absence
of nuclear changes in the acantholytic cells.
Like in pemphigus vulgaris, blisters of pem-
phigus vegetans may be moved intraepidcrmally
in the suprabasal area.
In pemphigus follaceus blisters arc easily
moved. The transport takes place in the upper
Malpighian layer or in the area immediately
below the stratum corneum.
In bullous pemphi gold (pemphigus eulgaris
chronicus) the bulla may be transported by
slight pressure between the epidermis and the
corium (Fig. 5). In some cases, intracpidermal
displacement has occasionally been noted; but
in such cases the advanced border is rounded
like in the pressure bulla (2), and true acantholy-
sis has not been observed. It is possible to artifi-
cially detach the epidermis from the connective
tissue in wide areas, depending on the amount of
blister fluid (Fig. 6).
DIscussIoN
In this relatively small material, it appears
that the blister spread, although not absolutely
specific, is a characteristic phenomenon be-
longing to the pemphigus group of diseases.
In the present study the term dermatitis
herpetiformis has been ascribed to cases com-
patible with the description of Brocq's "der-
matite polymorphe doulourcuse." Cases without
herpetiform grouping, polymorphism, itching
or pains, exhibiting low blood albumin levels,
and large subepidermal blisters have been
designated bullous pemphigoid and considered
synonymous with pemphigus vulgaris chronicus.
Like acute pemphigus vulgaris, this disease is
characterized by positive Nikolsky and "blister
spread" signs; and by these phenomena oriented
to the pemphigus group.
The microscopic studies of the morphologic
background of the blister spread suggest that
either acantholysis or dermal-epidcrmal lysis
occur in skin where the sign can be produced.
The phenomenon is of diagnostic value to the
histopathologist, reproducing the microscopic
picture of a spontaneous fresh blister. Compared
to spontaneous bullae, the artificially expanded
blister does not carry the risk of misinterpretation
of the site of a bulla, because there can be no
secondary epithelial regeneration.
SUMMARY
A spreading of blisters can be artificially
induced by slight to moderate external finger
pressure in pemphigus vulgaris (acutus), pem-
phigus foliaceus, pemphigus vegetans and bullous
pcmphigoid (pcmphigus vulgaris chronicus). The
sign is characteristic, although possibly not
absolutely specific, of the pemphigus group of
diseases.
It reflects a reduction or loss of intercellular
bridges between cpidermal cells or a dermal-
cpidcrmal lysis. In the new area of the expanded
blister, the microscopic picture of a spontaneous
fresh blister is reproduced.
The blister spread sign is of diagnostic value
to the clinician as well as to the histopathologist.
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